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DETAILED ACTION 

The new examiner of record for this application is Andriae M. Holt. 

This Office Action is in response to the amendment filed on August 17, 2007. 
Claims 3-6 and 8-18 are pending in the application. Claims 3-6, and 8-16 have been 
amended. Claims 17-18 are newly added. Claims 1-2 and 7 from the previous action 
have been canceled. 

Applicant's amendments and arguments filed August 18, 2007 are acknowledged 
and have been fully considered. Any rejection not specifically addressed below is 
herein withdrawn. 

Response to Arguments 

Applicant argues that the Makino reference does not teach the preparation of 
tablet formulations and that the Koyama reference does not provide the missing 
teaching, nor does the Koyama reference teach the compression granules claimed with 
less than 1 % by weight of compression excipients. In response to Applicant's 
arguments, a new ground of rejection is being submitted to more clearly describe the 
examiner's position. 

Claim Rejections - 35 USC § 103 

The following is a quotation of 35 U.S.C. 1 03(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 
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(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in 
section 1 02 of this title, if the differences between the subject matter sought to be patented and the prior art 
are such that the subject matter as a whole would have been obvious at the time the invention was made to 
a person having ordinary skill in the art to which said subject matter pertains. Patentability shall not be 
negatived by the manner in which the invention was made. 

This application currently names joint inventors. In considering patentability of 
the claims under 35 U.S.C. 103(a), the examiner presumes that the subject matter of 
the various claims was commonly owned at the time any inventions covered therein 
were made absent any evidence to the contrary. Applicant is advised of the obligation 
under 37 CFR 1 .56 to point out the inventor and invention dates of each claim that was 
not commonly owned at the time a later invention was made in order for the examiner to 
consider the applicability of 35 U.S.C. 1 03(c) and potential 35 U.S.C. 1 02(e), (f) or (g) 
prior art under 35 U.S.C. 103(a). 

Claims 3-6 and 8-17 are rejected under 35 U.S.C. 103 (a) as being unpatentable 
over Koyama et al. (EP 0361874) in view of Maish (US 4,983, 399) in further view of 
Remington's Pharmaceutical Sciences 18 th Edition (1990). 

Applicant's Invention 

Applicant claims a tablet comprising less than 40 mg/g of active principle 
attached as a coating to neutral microgranules comprising 62.5 to 91 .5 % sucrose and 
the remainder starch. Applicant claims the tablet includes a compression excipient at 
less than 1 % by weight of the tablet. 
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Determination of the scope of the content of the prior art 
(MPEP 2141.01) 

Koyama et al. teach the production of spherical granules having increased 
granule strength and rapid disintegration by use of a CF granulator. Koyama et al. teach 
the core granules used in the invention include spherical granules based on Nonpareil 
consisting of sucrose (75% weight %) coated with corn starch (25% weight percent), 
(24-32 mesh) (page 2, lines 52-53) (claims 17-18, neutral microgranules sucrose with 
the remainder starch, instant invention). It is known in the art that the particle size of 
Nonpareil seed cores is generally 14-80 mesh, i.e. 177-1410 urn (claims 3, 14, and 16, 
diameter of neutral microgranules, instant invention). Koyama et al. teach the granules 
are coated with a dispersion of L-HPC, the active ingredient and other additives other 
than L-HPC (page 3, lines 2-5) (claims 17-18, coating with active principle mixture and 
an optional binder, instant invention). Koyama et al. teach the active ingredient is not 
specifically limited, only if it can be administered in the form of granules (page 3, line 6). 
Koyama et al. further teach granulation is carried out, while nucleus granules are 
sprayed with a solution of L-HPC and the active ingredient and/or additives (page 3, 
lines 51-53). Koyama et al. teach the granulated material is dried and then sieved to 
give granules having core with a uniform particle size of 12 to 32 mesh (page 3, lines 
55-58). Koyama et al. teach the granules may be mixed with other components to 
produce tablets (page 4, lines 5-6). Koyama et al. teach the granules may be coated to 
provide the flavor masking coating, enteric coating, gastric coating, or sustained-release 
coating (page 4, lines 1-3). Koyama et al. teach in example 2 the process of preparing 
the premix using 42 g of Nonpareil, the coating solution with the active ingredient, and 
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then adding and blending the lubricant and other ingredients to the mixture for 
compression into tablets (page 4, lines 54-58- page 5, lines 1-44) (claims 11-12, premix, 
instant invention). Koyama et al. teach on page 5, lines 35-43 an example where the 
blended mixture of microgranules is compressed into tablets at a compression of 1 
ton/cm 2 (9.806 kN/cm2) (claims 13 and 16, process with compression force between 5 
and 50 kN, instant invention), wherein the tablets have a disintegration time of 1 .2 
minutes (page 5, lines 40-56) (claim 6, disintegration time). Koyama et al. further teach 
that about 0.7 wt% magnesium stearate, a known lubricant, in the composition for tablet 
formation (page 5, lines 35-43) (claim 8, lubricant, instant invention). 

Ascertainment of the difference between the prior art and the claims 
(M PEP 2141.02) 

Koyama et al. do not teach the lubricant is between 0.125 and .75 % by weight of 
the tablet. Koyama et al. do not teach the exact hardness and friability of claims 4 and 
5. It is for this reason Maish and Remington's are joined. 

Maish teaches direct compression carrier compositions that include a lubricant 
which may be any lubricant compound or composition commonly used in tableting 
compositions (col. 3, lines 3-5). Maish teaches the amount of the lubricant present in the 
direct compression carrier compositions may be varied substantially depending on the 
particular lubricant, the presence of other ingredients in the composition, the 
physiologically-active compound (medicament), and the amount thereof for which the 
carrier composition is designed and that the typical the amount of lubricant present is in 
the range of about .25 to 5.0 weight percent based on the total weight of the 
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compositions (col. 3, lines 48-52) (claims 15 and 17-18, excipient less than 1%, 
lubricant, 0.25 %, instant invention). 

Remington's teaches that in addition to the active or therapeutic ingredient, 
tablets contain a number of inert material, known as additives or excipients. 
Remington's further teaches the first group contains those which help to impart 
satisfactory processing and compression characteristics to the formulation and that 
these include lubricants (page 1636, col. 1, Tablet Ingredients). Remington's teaches 
the second group includes substances that help to give additional desirable physical 
characteristics to the finished tablet, including disintegrants, colors, and in the case of 
controlled-release tablets, polymers or waxes or other solubility-retarding materials 
(claim 18, film coating, instant invention). Remington's teaches that lubricant's have a 
number of functions in tablet manufacture. Remington's teaches they prevent adhesion 
of the tablet material to the surface of the dies and punches, reduce interparticle friction, 
facilitate the ejection of the tablets from the die cavity and may improve the rate of flow 
of the tablet granulation (page 1636, col. 2, Lubricants, paragraph 1). Remington's 
teaches most lubricant's, with the exception of talc, are used in concentrations less than 
1 %. Remington's further teaches the quantity of lubricant varies, being as low as 0.1 % 
and in some cases as high as 5% (page 1636, Lubricants, paragraph 5) (claim 9, 0.125 
and .75%, instant invention). 
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Finding of prima facie obviousness 
Rationale and Motivation (MPEP 2142-2143) 

It would have been obvious to one of ordinary skill in the art at the time of 

invention to combine the teachings of Koyama et al., Maish and Remington's 

Pharmaceutical Science to produce to a tablet formulation with an excipient/lubricant at 

less than 1 %. Koyama et al. teach it is within the skill of one skilled in the art to produce 

tablets comprised of microgranules of Nonpareil with a particle size of 24-32 coated with 

an active ingredient and a binder, L-HPC that have enhanced strength and rapid 

disintegrating properties. Koyama et al. teach that a lubricant of .7% can be used in the 

formulation of the tablets. Maish teaches that the amount of the lubricant present in the 

direct compression carrier compositions may be varied substantially depending on the 

particular lubricant, the presence of other ingredients in the composition, the 

physiologically-active compound (medicament) and the amount thereof for which the 

carrier composition is designed and that the typical the amount of lubricant present is in 

the range of about .25 to 5.0 weight percent based on the total weight of the 

compositions. In addition, Remington's teaches that lubricants prevent adhesion of the 

tablet material to the surface of the dies and punches, reduce interparticle friction, 

facilitate, and may improve the rate of flow of the tablet granulation and that the quantity 

off lubricant varies. Remington's also teaches it is within the skill of the art to add film 

coating to tablets to add color and control the release of tablets. In reference to claims 4 

and 5, the hardness and friability of the tablets would be inherent properties based on 

the formulations. 
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One skilled in the art at the time of invention would have been motivated to use 
an excipient in the form of a lubricant that is less than 1% in the formulation of the tablet 
as taught by Koyama et al. The adjustment of particular conventional working conditions 
is deemed merely a matter of judicious selection and routine optimization which is well 
within the purview of the skilled artisan. It is known from the prior art that the amount of 
lubricant present varies depending on the presence of other ingredients in the 
compositions, particularly the active ingredients, therefore, the skilled artisan will use 
the best formulation possible based on the active ingredient to optimize results. 

Given the state of the art as evidenced by the teachings of the cited references, 
and absent any evidence to the contrary, there would have been a reasonable 
expectation of success in combining the teachings of the cited references to formulate a 
tablet comprised of neutral microgranules made essentially of 62.5 % to 91 .5 % 
sucrose and the remainder starch, coated with an active ingredient, a compression 
excipient at less than 1% by weight and that can be film coated that has increased 
tablet strength and rapid disintegration. 

None of the claims are allowed. 

Conclusion 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Andriae M. Holt whose telephone number is (571 )272- 
9328. The examiner can normally be reached on 7:00 am-4:00 pm. 
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If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Richter Johann can be reached on 571-272-0646. The fax phone number 
for the organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 



Andriae M. Holt 
Patent Examiner 
Art Unit 1616 

/Johann R. Richter/ 

Supervisory Patent Examiner, Art Unit 1616 



